Coronary Artery Ligation: Twelve-week old male C57 Black mice (Charles River, Wilmington, MA) were anesthetized using vaporized isoflurane then intubated and ventilated by positive pressure respirator (Harvard Apparatus, Holliston, MA). A left thoracotomy was performed just lateral to the sternum to expose the heart. The pericardium was removed, and an 8-0 monofilament suture was looped around the proximal left anterior descending coronary artery. The suture was either knotted to induce infarction or removed in the sham surgery. The intercostals muscles, pectoralis muscle, and skin were sutured and the animal allowed to recover
injected intraperitoneally three times a week for two weeks at 1.5 mg/kg. Additionally, a separate group was treated with either saline or the Src family tyrosine kinase inhibitor AZD0530 (Selleck Chem, Houston, TX) at 25 mg/kg/day by gastric gavage. 24 sham, 42 PP3-, 49 PP1-, 12 saline-, and 12 AZD0530-treated mice were analyzed in this study.
Echocardiography:
Echocardiography was performed as previously described 1 . Briefly, mice were anesthetized two and four weeks following surgery using isoflurane applied by a nose cone.
Transthoracic echocardiography was performed using the Vevo 770 high-resolution in vivo imaging system (Visual Sonics, Toronto, Canada). Heart rate was maintained around 500 bpm by adjusting isoflurane concentration. M-mode and B-mode images were taken for at least 5 s MiCAM Ultima-L CMOS camera (SciMedia) with high spatial (100 × 100 pixels) and temporal
(1,000 frames/s) resolution (emission filter >650nm). Optical action potential were recorded during sinus rhythm and during ventricular pacing at a number of S1-S1 cycle lengths. Optical mapping data were processed and analyzed offline as previously described 4 .
Telemetry: Sham, PP1-treated, and PP3-treated mice were implanted with ETA-F10 telemetry monitors (Data Sciences International, St. Paul, Minnesota). While anesthetized for coronary artery ligation, a skin incision was made in the lower right abdomen, and a transmitter was 6 implanted subcutaneously. Two electrocardiographic leads were tunneled under the skin and sutured near the right shoulder and left abdomen to create a lead II configuration. Signals were recorded continuously for four weeks. Signals were evaluated for 10 minutes at 6:00, 12:00, 18:00, and 24:00 for presence of arrhythmia. Heart rate calculations and cardiac rhythm analysis was performed using LabChart 7 Pro (ADInstruments, Colorado Springs, CO).
Arrhythmia Inducibility: Mice were anesthetized using vaporized isoflurane then intubated and ventilated by positive pressure respirator (Harvard Apparatus). The heart was exposed by following MI with PP3 treatment, but there was a trend for an increase after PP1 treatment.
